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Please replace the paragraph beginning at page 75, line 4 with the following 
rewritten paragrapfi: 



The frequency of dosing will depend upon the pharmacokinetic 
I parameters of the molecule iu thefoimulation used. Typically, a clinician will 
2/ administer the composition until a dosage is reached that achieves the desired effect. 

The composition may therefore be administered as a single dose, or as two or more 
doses (which may or may not contain the same amount of the desired molecule) over 
time, or as a continuous infusion via iir.plantation device or catheter/^ 



Please replace the paragraph beginning at page 96, line 25 with the following 
rewritten paragraph: 




A-A BLAST search of the Celera Himian Genome database was 
conducted using the huE3al cDNA sequence (SEQ ID NO: I) as a probe. The 
sequences identified in the search ;v ere used to manually assemble a polynucleotide 
. sequence (SEQ ID NO: 18) w.bich was discovered to have a single nucleotide 
^^j^ iimisixiatch at nucleotide 4657, coiTcr;ponding to nucleotide 1^397 of the huE3aI cDNA 
■ , ' ^;;^>scque-.xe (SEQ ID NO: i ). The pv>] yviuclcotide sequence of SEQ ID NO: 1 8 ccntain.s 
; ■ haE3ai SNP with a change of a thymiJine io u cytosine at position 46,57, which 
0|caused a change iu the aofiiiio riicid sv^quence of SEQ ID NO: 19 at poi^ition 1573 to 
^.S- . "^ichangv: irom a Trp residue to an Atg residue (correspwnduig to the Trp residiie at 
" reposition 1563 in SEQ ID NO: 2)/^ ' ' ' 



I ' Please replace the paragraph beginning at page 97, line 9 with the following 
rewritten paragraph: 



Jrhese experiments have confirmed the sequence of a huE3aI SNP 



set out in SEQ ID NO: 18 wherein the nucleotide at position 4657 is a cytosine. 
Accordingly, the correct predicted amino acid sequence for this huE3aI SNP is set 
out as SEQ ID NO: 19, wherein tlie residue at position 1573 is Arg.^ 



IN THE CLAIMS 



Please amend claims 1-3 and 59-62 as follows. 



^}^^^/ ^ • (iWice Amended) An isolated nucleic acid molecule com.prising a 
^ ^ miUeotide sequenc^selected from the group consisting of: 

' (a) the nu^eotide sequence as set forth in SEQ ID NO: 1 ; 
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(d) a nucleotide sequence encoding a polypeptide set forth in SEQ ID NO: 
which has a C- and/omv[-terminal tnmcation, wherein the polypeptide has hmnan 

E3a ligase activity of the>polypeptide set forth in SEQ ID NO: 2; 

(e) a nucleotide \5equence erxoding a pol>T)eptide set forth in SEQ ID NO: 
2 v/ith at least one modification selected from the group consisting of amino acid 
substitutions, amino acid insertrans, amino acid deletions, C-terminal truncation, and 
N-tenninal truncation, wherein thV polypeptide has human E3a ligase activity of the 
polypeptide set forth in SEQ ID N(\ 2; 

(f) a nucleotide sequence Vomplenientary to any of (a)-(e). 



59. (Twil^ Amended) A reagent comprising a detectably labeled 
tynucieotide encodiife the <imino acid sequence set out in SEQ ID NO: 2: or aileiic 
varianis or spliced variaiiiS; thereof with human E3a iigasi: activity. 




v"»<;l •'7!Ui;ieotide is a lirst-sirand cDlN' A. 



6i. (Arn^ded) A method for dctermimng the presence of huEjo: nuclei:; 
'^acids in a biological s^ple comprising, the steps of: 



(a) providing ^biological :>ample suspected of containing huE3a nucleic 



acids: 



(b) contacting the b^logical sample with a reagent according to claim 59 
under conditions wherein the reag*ent will hybridize with huE3a nucleic acids 
contained in said biological sample;^ 

(c) detecting hybridization h^tween huE3a nucleic acid in the biological 
sample and the reagent; and 
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(b) a nuclaotide sequence encoding the polypeptide set forth in SEQ ID 

(c) a nucleot\de sequence complementary to either of (a) or (b). 

2. (Twice Amdnded) An isolated nucleic acid molecule comprising a 
nucleotide sequence selected from the group consisting of: 

(a) a nucleotide sequence encoding a polypeptide that is at least 95 percent 
identical to the polypeptide sefiyfortlj in SEQ ID NO: 2, wherein the encoded 
polypeptide has human E3a ligsse activjty of the polypeptide set forth in SEQ ID 
NO: 2; \ 

(b) an aileti;&y^riiiar o;W variant of the nucleotide sequence as set 
forth in SEQ ID NO: L encoding a Voiypeptide that has human E3a ligase activity cf 
the polypeptide set foilh in SEQ ID AlO: 2; ^t^,^ 

* (c) a nvo:^.kodde. sequence cbmpie^^^^^^^ 

3. (Twice .Ajrnerided) Ad isL^aicd nucleic acid molecule cornpr-sirig a 
liucleotide sequence selectett from the grqjjp consisting of: 

(a) a nucleotide :.;equence encoding a polypeptide set forth in SEC) ID NO: 
2 v^it h at least ^ne conservative arnino aciclKubstiiiition, wherein the polypeptide has ' 
human E3a ligi^se activity of th;;? pohjjcptxSc set forth in SEQ ID NO: 2; 

(b) a nucleotide sequence; encodinV a polypeptide set forth in SEQ ID NO: 
2 with at least one amino acid insejtion, wherein the polypeptide has human E3(r. 
ligase activity of the polypeptide set forth in SEJD ID NO: 2; 

(c) a nucleotide sequence encoding aVpolypeptide set forth in SEQ ID NO: 
2 with at least one amino acid deletion, wherein t&e polypeptide has human E3a 
ligase activity of the polypeptide set forth in SEQ MD NO: 2; 
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(d) compaidng the level of hybridization between the biological sample 
and reagent with the le^el of hybridization between a known concentration of huE3a 
nucleic acid and thq reagept. 



62. (Amen^d) A method for detecting the presence of huE3a nucleic 
^cids in a tissue or celluhar sample comprising the steps of: 

(a) providing a tissue or Qellular sample suspected of containing huE3a 
nucleic acids; 

(b) contacting the ti^ue or cellular sample with a reagent according to 
claim 59 under conditions whereinythe reagent will hybridize with huE3a nucleic 

acids; 

(c) detecting hybridization^etween huE3a niicJeic acid in tht.^ tissue or 
cri ? alar ciampie and the reagent; and 

(d) comparing the level of hybiXdizatioii betv^^een the ti3s::;e or cellular 
t- aniple iirid reagent with the level of hybridisation between a kno wa coricenti'atioii 
t;i?,E3o- r:L\c!eic acid and the reagent. 
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